L5 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2 006 ACS on STN 
AN 2005:1078234 CAPLUS Full -text 
DN 143:347210 

TI A preparation of f luoropyrrolobenzodiazepine dimers, useful as antitumor 
agents 

IN Kamal, Ahmed; Reddy, Peram Surakattula Murali Mohan; Reddy, Depatla 
Rajashekhar 

PA Council of Scientific and Industrial Research, India 
SO U.S. Pat. Appl.' Publ., 13 pp. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 2005222131 Al 20051006 US 2004-812840 20040330 

PRAI US 2004-812840 20040330 

GI 




AB The invention relates to a preparation of f luoropyrrolobenzodiazepine dimers 
of formula I [wherein: X is (CH2)3-10], useful as antitumor agents. For 
instance, f luoropyrrolobenzodiazepine dimer II (I, X = (CH2)4; logGI50 = - 
5.21, logTGI50 = -4.75) was prepared from diethyl thioacetal derivative III via 
3 steps. 

IT 717920-82-6P 717920-83-7P 717920-84-8P 
858639-17-5P 858639-19-7P 858639-21-1P 
858639-23-3P 858639-25-5P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) (preparation of f luoropyrrolobenzodiazepine dimers useful as antitumor 

agents) 
RN 717920-82-6 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1, 4] benzodiazepin-5 -one , 8,8'- [1,3- 

propanediylbis (oxy) ] bis [2-f luoro-1, 2,3, lla-tetrahydro-7-methoxy- , 
(2S,2 'S, llaS, 11 'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 717 920-83-7 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4] benzodiazepin-5-one , 8,8' -[1,4- 

butanediylbis (oxy) ] bis [2-f luoro-1, 2 , 3 , lla-tetrahydro-7-methoxy- , 



(2S / 2'S # llaS,ll , aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 717920-84-8 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4 ] benzodiazepin-5 -one , 8,8'- [1,5- 

pentanediylbis (oxy) ] bis [2-f luoro-1, 2,3, lla-tetrahydro-7-methoxy 
(2S,2 'S, llaS, 11'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-17-5 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [1 , 4] benzodiazepin-5 -one , 8,8'- [1,6- 

hexanediylbis (oxy) ] bis [2-f luoro-1, 2,3, lla-tetrahydro-7 -methoxy- 
(2S,2 ! S, llaS, 11 'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-19-7 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4] benzodiazepin-5-one , 8,8'- [1,7- 

heptanediylbis (oxy) ] bis [2 -f luoro-1, 2,3, lla-tetrahydro-7 -me thoxy 
(2S,2 'S, llaS, 11 'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-21-1 CAPLUS 

CN 5H-Pyrrolo[2, 1-c] [1, 4] benzodiazepin-5 -one, 8,8*- [1,8- 

octanediylbis (oxy) ] bis [2-f luoro-1, 2,3, 11a- tetrahydro-7 -methoxy- 
(2S,2'S,llaS,ll'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-23-3 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4] benzodiazepin-5 -one , 8,8 , -[l / 9- 

nonanediylbis (oxy) ] bis [2-f luoro-1, 2,3, lla-tetrahydro-7-methoxy- , 
(2S,2»S,llaS, 11'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-25-5 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4 ] benzodiazepin-5 -one , 8,8' -[1,10- 

decanediylbis (oxy) ] bis [2-f luoro-1, 2,3, lla-tetrahydro-7-methoxy- , 
(2S,2 , S,llaS,ll , aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB The invention relates to a preparation of f luoropyrrolobenzodiazepine dimers 
of formula I [wherein: X is (CH2)3-10], useful as antitumor agents. For 
instance, f luoropyrrolobenzodiazepine dimer II (I, X = CH2)4; (logGISO = - 
5.21, logTGI50 = -4.75) was prepared from diethyl thioacetal derivative III via 
3 steps . 

IT 717920-82-6P 717920-83-7P 717920-84-8P 
858639-17-5P 858639-19-7P 858639 -21-1P 
858639-23-3P 858639-25-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) (preparation of f luoropyrrolobenzodiazepine dimers useful as antitumor 
agents) 
RN 717920-82-6 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4 ] benzodiazepin-5 -one , 8,8' -[1,3- 

propanediylbis (oxy) ]bis [2 -f luoro-1 , 2 , 3 , lla-tetrahydro-7 -methoxy- , 
(2S,2 'S, llaS, 11'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 717920-83-7 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [1 , 4] benzodiazepin-5-one , 8,8'-[l,4- 

butanediylbis (oxy) ] bis [2 -f luoro-1 , 2 , 3 , lla-tetrahydro-7-methoxy- 
(2S,2 «S, llaS, 11'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 717920-84-8 CAPLUS 

CN 5H-Pyrrolo [2, 1-c] [1 , 4] benzodiazepin-5 -one , 8,8' -[1,5- 

pentanediylbis (oxy) ] bis [2-f luoro-1, 2,3, lla-tetrahydro-7 -methoxy 
(2S,2 'S, llaS, 11'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-17-5 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4] benzodiazepin-5 -one , 8,8'- [1,6- 

hexanediylbis (oxy) ]bis [2 -f luoro-1 , 2 , 3, lla-tetrahydro-7 -methoxy- 
(2S,2'S,llaS,ll»aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-19-7 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4 ] benzodiazepin-5 -one , 8,8'- [1,7- 

heptanediylbis (oxy) ] bis [2 -f luoro-1 , 2 , 3 , lla-tetrahydro-7-methoxy 
(2S,2 1 S, llaS, 11 «aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-21-1 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4] benzodiazepin-5-one, 8,8'- [1,8- 

octanediylbis (oxy) ] bis [2 -f luoro-1 , 2 , 3 , lla-tetrahydro-7 -methoxy- , 
(2S,2 'S, llaS, 11 'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-23-3 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4] benzodiazepin-5 -one , 8,8' -[1,9- 

nonanediylbis (oxy) ]bis [2-f luoro-1, 2,3, lla-tetrahydro-7 -methoxy- , 
(2S,2'S,llaS,ll'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 858639-25-5 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4 ] benzodiazepin-5 -one , 8,8'-[l,10- 

decanediylbis (oxy) ] bis [2-f luoro-1, 2,3, lla-tetrahydro-7 -methoxy- , 
(2S,2 , S,llaS,ll'aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB C2-Fluoro substituted pyrrolobenzodiazepines were synthesized that exhibit 
potential anticancer activity in a number of human tumor cell lines. These 
C2-fluoro substituted PBDs also exhibit significant DNA-binding ability. 
Example compds . included (2R, llaS) -2-Fluoro-l, 2 , 3 , lla-tetrahydro- 8 -hydroxy- 7- 
methoxy-5H-pyrrolo [2 , 1-c] [1 , 4] benzodiazepin-5 -one (I) and a dimer (II). 

IT 717920-82-6P 717920-83-7P 717920-84-8P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) / BIOL 
(Biological study) ; PREP (Preparation) 

(preparation of (f luoro) tetrahydro (hydroxy) pyrrolo [2,1- 

c] [1, 4] benzodiazepin- 

5-one derivs. and dimers and. study of their anticancer activity) 

RN 717920-82-6 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4] benzodiazepin-5 -one , 8,8'- [1,3- 

propanediylbis (oxy) ]bis [2 -f luoro-1 , 2 , 3 , lla-tetrahydro-7 -methoxy- , 
(2S,2 »S, llaS, 11'aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 717920-83-7 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1 , 4] benzodiazepin-5 -one , 8,8'- [1,4- 

butanediylbis (oxy) j bis [2 -f luoro-1, 2,3, 11a- tetrahydro-7 -methoxy- , 
(2S,2'S, llaS,ll«aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 717920-84-8 CAPLUS 

CN 5H-Pyrrolo [2 , 1-c] [1, 4] benzodiazepin-5 -one , 8,8'- [1,5- 

pentanediylbis (oxy) ] bis [2-f luoro-1, 2,3, 11a- tetrahydro-7 -methoxy- , 
(2S,2'S,llaS,ll'aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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